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(54) Title: NOVEL CANCER-ASSOCL\TED GENE 



= (54) ftfiRo^VFi mm«SiiAB=F 

!3 (57) Abstract: It is intended to provide a novel DNA, a cancer-associated gene containing this DNA, a recombinant protein encoded 
by the DNA, an antibody binding to this protein, an anticancer agent containing this antibody, a low-molecular weight compound 

00 binding to the protein and a screening system. Namely, a DNA containing a base sequence encoding the following polypeptide 

I/) (a) or (b): (a) a polypeptide comprising an amino acid sequence which is the same or substantially the same as the amino acid 
sequence represented by SEQ ID NO:2; and (b) a polypeptide comprising an amino acid sequence derived from the amino acid 

^ sequence represented by SEQ ID NO:2 by deletion, substitution or addition of one or more amino acids and having a biological 
activity substantially equivalent to the function of the polypeptide (a). 

o (57)£$?i: SrMDN A&i;sDNA$$t:«Hajife^-. K D N A ic zi- K $ ^t^iflfiixses. mWi&mizm^'r 
o setft. stt{*$^t?gt«*i. Ksesfc«s^-ri)fii^^<k^«8. 7.^*)--><fj^(Dmmo )^t(d (a) xi± 

<^ (b) (DtKU^:?^ K$=i— K-r^«Sffi5iJ*$trDNAo (a) s^JS-^z-es^Stt^Tsy ^K^Jtl^-x 
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mmmn<DNmmm\t.' m^<D^^mM. mmnnm. 
mit. mfsiE\zm^\^x^^. mmm'^\z^^x-^^-^^f3immi}^3\^mz.:^n 

fsimmtvxm^nx^^^o }iT-iL'^)v^)v:nD-^>m^mmi. ii (Gni-i. -i 
I) \tm:^tfsi^nrmit(D^M\z. GnT-iii, -IV. -V. -VI (D^mm\tmm<D 

1 



wo 2004/046358 PCT/JP2G03/014812 

GnT-iii. -IV. -V. -VI \t^m(Dmn^mm'r^\z^mt>^'tmk<Dmm\z:^ 
=Euz^—m^^/u^imtbiE>nf3i\^^o Gnx-iii mmm^mm<D:nr(o^>y'-7. 

\z^7±^)V^)Vn-^B.y^m^l^~'^m\cMc^m-fl^-r^o GnT-IV. -VI 

^j:^>(D^ i-4m<D^^^izm-^'r^mm'T^h^. GnT-vm^^j:^>(D0 i- 
6m(D^^mzm-¥vxi^^^mm'v$>^o iinm-r±^jv^)v=ii^^>m^m 

GnT-v«5S<3:)^5^^;iM#-r^ ^ h-fym^-^nx^^^ (^mwxM. i Rtxi^i^fp 

:a:il^2#M) » Granovsky e>«> GnT-V <D / y h^^7.^m^^rcm^x. 
m<Oligm'iiii%\zm<omM\ZhGnT-W!ii-mx$>^^ii^^VX\f^^o ^fc. w 
ffle.«GnT-V 55«:*:je3S®^5^.hfflll7&t^SC^5:#^bTViS (##fF5:iR3# 

immxm i 

Demetriou.M J. Cell Biol.. 130. (1995). 383 
Granovsky e>. Nat. Med.. 6. (2000). 306 

$mnxm. 3 

UmB. Clin. Cancer Res. . 6. (2000). 1772 
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$>^\^>um(ommzmt>^mwnzmmx$>^o 
mt,. ^mm^tm-cDmmizvx. uy<D (a) x\t (b) ©^j^u^:/^^^^ 

( a ) @3^j#-^ 2 x^ -^n^r^y tm—y^\-^^M ^ \z m—o^r s y m 

(b) mmm^2x^-^n^r^ jmumz:i5\^^x. —^(dt^ ymfj^x^. 
mizmn(D^m^^mii^mt^-^^j ^zf^ Ho 

^mmo^iKDmmiiVXs &.T<D (a) X« (b) ODNAIC^^: 

(a) mn^mx^-^n^m.mmm\z:i5v^x. mm^^ix^-^n^y^ / 

(b) (a) <5DDNA<hX hU>i?ai>bi^^fE[^TT?A'rr^U^-1'Xb, (a) 
T^HSK^n- Kf ^DNA, 

DNAJ .hfeVi^o X. 2^!R§§9«e:ne)DNA^"g-tr5t^^t::*)^§o 
MJC. *^|SO!>^H(DMiltbT. &.y(D (a) Xt* (b) ©Jj^U^T'^H^ 

(a) iiB3?«J##2T^$n§T^/m@2^Jt!^-X«^Me«)i-l^-®T5y 
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wo 2004/046358 ^pPCT/JP2003/014812 

miB^j e> fig ^ 4? u ^ 7^5" H > 

*^§gDNA«. TlTIR^nTVi^ (ii:7n>5^^;/i57:a:) t hfiKA^HK. t hM^. 
DNA^'f:/^U-;&^e>. cDNAIHfitiibT^^bife^fc. *i«ge^J<£^^b 
fip-^, /bmm<D:^^ (DNA Research Vol.4. 53-59 (1997) ) \Z 
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^1 ® J; 5 »c b TiE^ ® U ® ^ n > if :Sr^ST? m# B 

e:(DJ:5JCbT*^WDNA^*-rSi7n-> (FJ04470) ^1 ^:*^ai5l5 

^©i®^3^ia«aB2?iJ^^-r^^fifeDNA:/^-r-^-Srf^^L. ji^75:^-r:/^U 
N A & §g # U ^ y 5^ H © — BP $) ^ * 33 - F -r ^ D N A ^ it b < 

A'r:/U^^if— >©:;&^«. ^^^^^^ JblB® Current protocols in mo 
lecular biology (edited by Frederick M. Ausubel et al. . 1987) \Z^1^<D:^ 

^(Dmm. m^\t. ^m. mm. wm. mm. m(Dmm - mm\zi^^ 
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wo 2004/046358 PCT/JP2003/014812 

Transcription coupled Polymerase Chain Reaction (£4T. Trt-PCR 

\t. m\zm^{ytcm'^^B^^ BLAST [J. Mol. Biol.. 215, 403-410 (199 
0)], FAST A [Methods. Enzymol.. 183, 63-98 (1990) ] ^CD^H^Jc:^^® 

FAS TAlc::feViT5^:7:^;i/h mmu^) <DA^ ;<—^^m^>xm-tii 
ym@B^J^^"r-5:$^>/1i7®(D^tt(D50%UA±> J:Diif*b<tt60%JBJ^ 

±. $e>fc$f^b<mo%m-Ji. #jc$F^b<mo%i^±T^^o 
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X h u > 5^31 > h ;5:^#Ti? A-f :f^:^-(xv. mrn^^ 2 7?^^ y s y m 
n§T5 y^SH^j^n - K-r^i^SBa2?'j<&'^tfDNAi:A-r :/u y-r xt#sd 

NA^bT^^> -^J^ti. MDNACD^r^SSB^JcJiCO^BlWIttOSSTi^. 

— • ;t-f :tni^— (Current protocols in molecular biology (edited by Fred 

erickE Ausubel et al. . 1987) ) \z^Em<D:^mm. ^^^■r^^©:&^2&^ 
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CieiT. r7.hU>>?a:>hJ5:^#J t\t. m7L\t. riXSSC. 0.1% SDS. 
ZIXZ] mmo^^^-V^^. J:^)MbVi^#tbTtt ro. 5XSSC, 0.1% SDS, 4 

2'cj mm<D^^-v$>r). $e>fcMbVi^#^bTti ro.2xssc, o. i% sds. 6 
iBossc, sDs^fe j^t^fcias^cD^fr^m^-a-t^ii-^^si^-rfe D , mmm'^^nw\ 

^IR^ihn h:>^ibT®TAA. T G A^;/^J*T AGSrWbTV^Tt) J^V^o ZLtl 
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RFLP^§?«f. SSCP, '>-^^X>'»i^^©:&fetc:J;»P, jt^^cD^^^^^r^iE • 

i^x>h3^^#TT2|s:!fll^©MaS^3— F-r^DNA (iB^J#-^ 1) i:A-r:/U 
iJ^'fXb, -ftSODSaSSrn— F"r*DNAai«A-r :/U:$^-rXbfeVivl<?iSrl:5^t* 

rx hU >v^ai>h;^^#j <t^^^ rixssc. o. i% SDS. 

37rj J; OML.Vi^#i:bT« TO. 5XSSC, 0.1% SDS. 4 

2'Cj 3@^c3D^#'ra5 0, $e>i^Mbv:»^#tbT« ro. 2XSSC. 0.1% SDS, 6 

■5J5Hyn-:/SH2?!I^:llgVi*@|^'l4<£rWTSDNA®mil^ :^m*^#b"5^o 

^^munt^mm'i^vi^. m^-^ h t^mum^(DM':fv y-r 

t A-r :/ u ^-r X D N A ^ t« © j&^^i^^j^^ 4" -r s 
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^^^—5^3 CR-S S C PS (Genomics, II5#, 874~879M 

(1 9 8 9^) , Proceedings of the National Academy of Sciences of the U 
nited States of America. B86#. 2766~2770H(1989^)) 

AgffJt<&^?)mb, (2) mDNA©fjt*5i^^i§^^i^i$'-^®:/n^-iS7^ 

^^^-iiVX\t. :^MMS3l5<Dy^7.^ F (^J. PBR3 2 2, pBR32 
5, pUC18. PUC118), F iM. pUB 1 1 0. 

pTP5. pC194) . m-&mm':f'^7s5. F (M. pSH19. pSH15) , 
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wo 2004/046358 PCT/JP2003/014812 

m-^tmm^^^M^u. Tno^zfu^—d^—. vGYLzfu^—^—, gap 

s R Q!::^n^-iS'-. s V4 o yn^— ^5^— . LTRyn^— iJ^— , 
7.y^-ri^>^^5>^:^;i/> >J^U A#tP'>^5^:^-;U. m^-^-ts-. SV4 0 
ifRt;tyn5^-r >A) t©m'&Mfi!gtbT!^^$i§:SJlt'bnrtl^fe^o 

X'>3iiJ tyM® 0!I to X5;^a:U tr • 31 U (Escherichia col 
i) K 1 2 • DH 1 (Proc. Natl. Acad. Sci. USA, 60 160(196 
8)) , JMl 0 3 (Nucleic Acids Research. 9#, 309(1981)). J 
A2 2 1 (Journal of Molecular Biology, 120^, 517(1978)). Si 
rJ?HB 10 1 (Journal of Molecular Biology, 41 #. 459(1969))^ 

n^;VXM®i:bTJi> mX\t. n^)V7. ' ^^)V7. (Bacillus subtilis) 
M I 1 1 4 (Gene, 2 4#. 255(198 3)), 207-21 [Journal of B 
iochemistry, 95 87(198 4) D ^d«fflVie>n^o 

^©tUTti^ V 1:j '\l7^ ■kUtfv'X (Saccaromyces cerevi 

siae) AH 2 2, AH22R-, NA87-11A. DKD-5D. 20B-1 
2. X^V^'-y-^y;*? nT-f-feT. 3}^>^ (Schizosaccaromyces pombe) NCYCl 
913, NCYC2036. tf^T /IX b U X (Pichia pastoris) mtfim e» 
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wo 2004/046358 ^^PCT/JP2003/014812 

SIl^^i^fla^ibTti. M^it. +)-;VifflfiacOS - 7. Vero, ^^^-fn— XaAX 
:$^-iaBflaCHO CHOi^flatlBSfB) . d h f r jlfe^:XaCHO^J3S. 

Proc. Natl. Acad. Sci. USA. 6 9#, 2 1 1 0 (1 9 7 2); Gene. 17 
107(1982) ; Molecular & General Genetics, 168 111(1 
9 7 9) : Methods in Enzymology, 194 #. 182-187 (1991) ;Pr 
00. Natl. Acad. Sci. USA) . 7 5#. 1 9 2 9 (1 9 7 8) ; ^)3SX«iJW 

8 if jSflJjaX^^g^yn 263-267 (1995) (^iStt^ 

ff) ; Rti? Virology. 52#, 456(1973)„ 

m^\t. ^t^J&^Xv-xU tTMII®«^. ig««jim^l 5-4 S-CTi^S- 
XM^CDJl-^. |tj3 o~4 0'CTl56-'2 4^rBlfT75:V:». i^^MfCj; 

$n;fcitft&SrffiViT*?j2 0'C-'3 5'CT^2 4 — 7 2NF^ff;^Vi, ig^MJdlSCT 

i^S&^fflViT. 3l^^3 Ot:'-4 Ot:"r^l 5 — 6 O0trBlfT?S:Vi, iK-^JClii&CT 
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xn^nrcmm±m. $>^\^^\tmmm^\z'^^n^mmm<Dmm\t. ^^©^ 
m ' mm^^mm\zm.^-^t:>^xffi^o c tt^x'^^. 

#Mta#: ^ffi X >if A -r A y T -fe ^ J: f3 fiiJ^-r § i # S o 

m^^^x^^)^u—)-)vt^rz.\t'ej ifu—^)vigiWii\^xn^^^ifix'^^. 
mxm.m-^n^^^}i\^x. mzm^Wim^^(o=^ j i7 n— :^;^t^:^;^>w ^ bvi„ 

i^mmm^n^zi-'^'r^mBi^um^'jkwm^^'^^^-mznxi^xm^ 
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X, :^Bm(DU^^zf^]^\t.c^mm'Bti)u^^->)vm c-cooh) ^ 

feK:^j;V3i?^->i/'- h (-COO-) -r^^j^^ MIHUfe^ici^^oM^So^r^ 

<. C*)S75^T5 F (-CONHj ) *;feJAX7.7=-;l' (-COOR) TfafeoTfe 

mmmM^^±(DJi}^\ — 'f\t^m(D^<D\zm^-^n'r. :^mmm&m^i^±iz 
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wo 2004/046358 ^^PCT/JP2003/014812 

{i^U<th6YS.ym> $F*b<«8T5ym. $?>tC$f*b<«l OT^ 

y s y e» ^^-eo^f Jt s a: :«>«'r ^ § o 

mf^mmomm. m^\t. -^^t.. ^ryh> AAXiJ^-^T&^^ffl^ns. 

Dfft>ns. ^f^^JH^PBS (Phosphate-Buffered Saline) -^^m 

BtffB^^;ffljis.hm^^n^ffi::)^<DMfls^:bT, v^^Wim<D^jLu—-^mM^ 

^U^o ^lOD^xo— ^ilfflflSJi. d^^^oai^JrcDifflBSt*, MAJ^^ P3 (P3x63Ag8. 6 
53) (J. Immiiol. (1979) 123. 1548-1550) . P3x63Ag8U. 1 (Current Topics i 
n Microbiology and Immunology (1978) 81, 1-7) . NS-1 (Kohler. G. and M 
ilstein. C. Eur. J. Immunol. (1976) 6. 511-519) , MPC-11 (Margulies. D.H. 
et al. . Cell (1976) 8. 405-415) , SP2/0 (Shulman, M. et al. , Nature (1 
978) 276. 269-270) . FO (de St. Groth, S. F. et al. , J. Immunol. Methods 
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(1980) 35. 1-21) , S194 (Trowbridge. I. S. J. Exp. Med. (1978) 148. 31 
3-323) , R210 (Galfre. G. et al. . Nature (1979) 277. 131-133) m-^mmiz 

7L\t. ^^^ — h^)lX'T^>^(0:^fk (Kohler. G. and Mils tein, C. , Metho 
ds Enzymol. (1981) 73, 3-46) mzm^Xfr^ ^ iifi^X-^ 

(PEG) , ■fe>:$^^'>-<;vx (Hvj) ^ajmrn-^n. ^\zmm\z^v)m^mmt:m 

ibmm'^mx^^. ^biz. ^mi^^m (fcs) moMm^m^^mt^^^^ 

mmm^\t. mm^i^mfi^t^jiu-^mmt<Dm^m^mmmmm'^x^< 
u^v. "^mTcumiziiaui^r^vEGmn m^^t^^^f-Mmo-momm) ^ 
01^30-60% (w/v) (Dmmxm-mv. m'^'r^^ii\z^'Dxmmii'r^m'^mm 

(A'f>^uF-x') ^Mj^-r^o m^^x. mmfsi^mm^M^kmnv. m^bvx 
±m^^^^'r^mi^^mDm-r^t\z^v/\^:/^j H-T(D^w{;i$f*b<:^v> 

mm (fc#^i^->^>. rs.yzfy^v>^^zf^^z^>^^tsmmm) xmm-r 
^^t\z^y)misi-^n^o ±mMmmmx<Dmm\^. sw^-r^A-r 
'^&.^<Dmm it^m^mm) i!)mw.'r^<Diz-{-^f3imm (s^. ica-iciira) 

^tc. }ihi^^(Dmm\zm,m^^^hx±m/^^':^') \^~-^^n^m\z. kh 
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M©t htrC^^^^Cl.h'b-^^^ (#^¥l-59878-^^##fi8) = -^^iz. t: h 

7&^e>*^§8Se^tc:^*t- h*i#^IR#bT'fo<tVi (ffll^#flFaiBS^II#-^WO 
94/25585 WO 93/12227 WO 92/03918 -^^^^ WO 94/02602 ^ 

amme. A. E et al.. Eur. J. Biochem. (1990) 192. 767-775. 1990#Rg) o 

(V) ^J^^a— ^mRNA^^iif mRNA(D^ii«. <tk^(D:^m. m^^-^i. 
^r=.i^>m^'t^^ (Chirgwin. J. M. et al.. Biochemistry (1979) 18. 529 
4-5299) . AGPCfe (Chomczynski. P. et al.. Anal. Biochem. (1987) 162. 156- 
159) m\z^^n^X±Mk^mUl^^ mRNA Purification Kit (PharmaciaiS) 
m^^mVxm^(DTmk^mUir^o ^r^i. QulckPrep mRNA Purification Kit 

(Pharmac i am) ^mi^^^Z. iilz^r) mRNA^ iSigiO ^^iiihX^^o 

# e, n:femRNA3?i^ e mti&^m^ i^^xmmmmoycdm^^^'t^o cdna® -a- 

mt. AMV Reverse Transcriptase First-strand cDNA Synthesis Kit (^'fb^ 

nm^U) m^m^^xnoo ^tc. cmk(D^^:^xxsmm^ff-o\z\-i. 5'-Ampii 

FINDER RACE Kit (ClontechM) :fe j^r)^PCR^ffl Vifc5' -RACE?* (Frohman. M. A. 
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wo 2004/046358 PCT/JP2003/014812 

et al.. Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002, Belyavsky. A. e 
t al.. Nucleic Acids Res. (1989) 17. 2919-2932) m^mm-T ^ ^ ^-^^-^^ 

mi^m^=f<Dmm\-^. m.ii^mm w) ^rc\:3:mm urn) ^^n-H-rsDNAS: 

&?^Rfem$-a:Xt)a;Vi (WO 94/11523 ■%^^#Rg) o 

^"^'ti^xmnir^o mi^m^^f}^mA-^nrcm^m.^^^'^tsmkm}f^^^ 

^fztblZ. m:^'^)V=E>'^hy>:^>^:r,-y^'^=^\zmmVX^^\^^ (Ebert. K. 
E et al.. Bio/Technology (1994) 12, 699-702) » 

mit (Humanized) ^i^^^^mx^^o :in^(D^^iffimts m,^(D:^m^m\^^ 
xmi^^^^iii^^x^^o 
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wo 2004/046358 PCT/JP2003/014812 

\ihmit^mt. nm^ (reshaped) t hiT:#:t fe^S^^n. 2:n«> bh£^^ 
(Dllt^i!J#^^ M^t^V'^zxtfC^^cO^Bltft^^^^ (CDR; complementarity deter 

mining region) hmi^<Dnm^^^mm^^mi^rch(D-v$>y) . ^<D— ^ 

wo 96/02576 -^^^#^8) . 

v:7 7.tn;<t:cDCDRt k h$T:<*^a)>'V— A'? — (framework r 

egion;FR) ^timm'T^^^iz.m^vrz.DMmm^. cj)mzsfm:&(Dmi^mm 

y^^^-^L.xfflViXPCRSfefc^D'&^i-S (W098/13388^^^iCfBm©:&^feSr 

tt^:7l/— A"?— i^^JgcOTS /I^S:a4feb.Tt>,fcVi (Sato, Let al.. Cancer 
Res. (1993) 53, 851-856) o 

\tHm'V\-ii. Cgl. Cg2. Cg3. Cj4^, LM-e«CK. C A ^^fflf -5 Jl 
^^^iicfc, t bm#:*5i5®:7^-Ay-^®J!^43<fct)fC^:^t7&^e.;^S, th 
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wo 2004/0463S8 ^^PCT/JP2003/014812 

n^„ m^iit. ^i^(DWTh-t\^X\-i. Fab. F (ab* ) 2. Fv. lP®Fab<h^^75:Fc 

^^T-sFab/c. ^rc\tHm^i^ < ifLmmY^mmfsiV yi^-xm^^-^itr^i^ 

>^Jf Jl/^^ai-f >Fv (scFv) . Diabody;^>t^frf tnC^z^^^^. 

^^mmxmM-^'^^ (m^\t. Co. M. S. et al. , J. Immunol. (1994) 152. 2 
968-2976. Better. M. & Horwitz. A. H. Methods in Enzymology (1989) 178. 
476-496, Academic Press, Inc. . Plueckthun, A. & Skerra. A. Methods in En 
zymology (1989) 178. 476-496. Academic Press. Inc. > Lamoyi. E. , Methods 
in Enzymology (1989) 121, 652-663. Rousseaux. J. et al. . Methods in Enzy 
mology (1989) 121, 663-669. Bird, L E. et al. . TIBTECH (1991) 9, 132-13 

mm) o 

scFy«. mi^<Dmvmi^illmmmil^m^^•ir^^il\z^y)%^tl^o ^<dsc 

^bTil^^n^ (Huston. J. S. et al. . Proc. Natl. Acad. Sci. U.S.A. (1 
988) 85. 5879-5883) » scFvJc^tt§HMVM:^:fe J:m^V^i^«. :^mmmizm 

scFv^n-Hf ^DNA«. t^fBtn:#:(DH^*;^J^HmV®J^^zi-F-r-&DNA. ^ 

^^nmmm^^^-\zj;:K)j^wmm-^nrcm^^nm\z^'DX^^:it 
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Diabody^^. pJ^^^aipJ^m^^U >;^-^"T?^^bfe:7-^^pt > h 

scFv#) ^i'D^^-^^x~mmt-^'^r^^(0'Q^K>. mn. i-^oyiizi-D 

ODYHSr-^tJ (P.Holliger et al. . Proc. Natl. Acad. Sci. USA. 90, 6444-6448 (199 
3). EP404097-^> W093/11161^> Johnson et al. , Method in Enzymology. 203. 

88-98. (1991). HoUiger et al.. Protein Engineering. 9. 299-305. (1996), 
Perisic et al. . Structure. 2. 1217-1226. (1994). Johnetal.. Protein En 
gineering, 12 (7). 597-604. (1999) . Hoi liger et al. . Proc. Natl. Acad. Sci. U 
SA.. 90, 6444-6448. (1993). Atwell et al. . Mo 1. Immunol. 33. 1301-1312. 

(1996). ^)« 

mW'<Dmfs^mii\^x. 5j^ux5^i^>i^u 3— ;i/ (PEG) ^©a-ffi^^^t^-a-b 

^^\z. :^%mx^m^n^^W\-^. —mm^^^^ (blspecific antibod 
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;i/XH9fflyo^:— ^— /'x>A>1t— ( human cytomegalovirus immediate ear 
ly promoter/enhancer) ^^Vf ^ ZL hti^'V'^ ^ o 

7>^^}V7.40 (SV40) ^o'^7^;i'X::/n^:-i5^-/x>A>-y— . fe^v^^t: 

hxn>d/*— '>3 >:7t^37 — la (HEFla) f3,E(Dm%mmi^mM(D':fu^— 

SV40:/n^— /x>A>it— <&^^T^®-&t^Mulligane>(Z):^iS (Nature 
(1979) 277. 108) JC<kD> *fc. HEFl a :/D t-i$^-/X>A>-t^— ^i§e^T 
§^'&J*Mizusliimae>©>^?* (Nucleic Acids Res. (1990) 18. 5322) \Z^^. 

-"7':7>i';i/:^ (Bpv) m(Dm^(D%<D^m^^^^iif}^'^^^ -^^iz. m^m^m 

ns^H h^>x:7ai^— tf (APH) me-^. 5^5>^>=^^:^-^f (TK) jte^, i^'c 
j»®^-y->^>^Tx>3j>X3lN'j3H'>;Vh^>X73:^— (Ecogpt) at^^, 

i^tiHnmmilTC^^ (dhfr) a^^^^^t^ :i ^t&^^^^o 

*«*r#So :^n^r— ^— ^:bTtt> -e^jlt^laczr^n^— rJ'— , araB:/P^— — 
Sr#tf tTjjt-r^'S. iacz::^n^— 3^ — «r^ffl"r§ ^-^^Ward?) (Natu 
re (1098) 341. 544-546 ; FASEB J. (1992) 6. 2422-2427) iz^Y). ^^Vi«a 
. mzfu=E-^ — ^mm-r^m'^mettexB<D:^f^ (Science (1988) 240. 1041- 
1043) fcj;0^^'r^Jlt3&^-t?^^. 

m^. pelB^/^^;HH^J (Lei. S. P. et al J. Bacteriol. (1987) 169. 437 

9) ^mm'm\t^\^^o ^evx. ^^)'f^X2^\zM^-^nr:imi^^^miyrz.m:> 
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1^i$i(Dmi^'^^W\zm^}S.VX (refold) mmir^o 

\t. :^mmxmm'^n^^mt. m%mmm. mxucm). cos> ^xn— -r. bh 

K. Vero. HeLa^flS4'T^3^^n^o 

tVX. DMEM. MEM. RPMI1640. mm^mT^^ tif^X^. ^m]^skm (PCS) 

nn-r^^iitf^x^^o ^mmxmm-^n^^iii^<D^M. mm^-try^:::^^^- 

t.VX. Hyper D> POROS. Sepharose F. F. (PharmaciaiS) ^j&^^l-f ^n-So 

(Dm. mnoi^yA^nx^m^nxi^^^^m. mm:ij^^^m-irn\t^<. m 

"^^h^iiXz^Vi. ^W-^^M. 1^mrt^Z.hifiX^^ (Antibodies A Laborator 
y Manual. Ed Harlow. David Lane, Cold Spring Harbor Laboratory, 1988) o 

2^^^T^ffi$n^tn:#<DJn;Mj^'&^tt (Antibodies A Laboratory Manual. E 
d Harlow, David Lane, Cold Spring Harbor Laboratory, 1988) . 
•fer^^— ^-^ffiW^Sf* (Harada, A. et al. , International Immunology (199 
3) 5. 681-690) (DmmzW^n<O^WL^^mT^^l:it'^X'^^. 

2js:^0Jin:#^C5mM^-&fi&14<&a!l^"r^>^i*^L'T. ELISA (^^«g-&^^®J« 

i^^m . EiA mm'^mm^m . ria mm^mMmm) ^^\^\tikmiw^ 

n-T'-o-^fvr^ifu-hiz. :^mm^^^^tsun. m^\t. ^mmmi^m^ 

mm(Dmm±m'^mm^i^^i}n^^o 7)vti^jyy^:^y7^-'^m<Dmmxmm 
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m^VS:ii(^i^^^^MMW^ (complement-dependent cytotoxicity : CDC) 
flitt. ^^jc|fe#<4J9BJiS:fr«E'l4iaBfl&l^ll(antibody-dependent cell-mediated cyto 

toxicity : mo m^f3.E^m^-f^^Lf}^X^^o 2^^^f^*5ViT. CDCmi4<h« 

2|s:^§g^^t^j{>5ADCCfi&'t4^^t"^5Jj^S35^. X«CDC^14?&W-rS;5^S3&^«^^0 
:;^?*tc:J; oaiJ^"^^ <i:y?>^"e#^ (^^ll^ti. Current protocols in Immunology. 
Chapter?. Immunologic studies in humans, Editor, John E, Coligan et al. , 
John Wiley & Sons, Inc.. (1993)^) . 

X$)^o 

cBm-^^T.fsiEfj^^mm^ii^mv. RPMii640itJ-i&(GiBcotfcssi) ^xmmmm^^ 

Baby Rabbit Complement (CEDARLANEttM) * 10% FBS-^^i^^ (GIBCO^fclS) (dTlO 

' mmmmo:)mm. 

^mmmBnmmmm miimmmm. mmmm'm^ :kmmmmf3ia) ^o. 2mc 

iOD^'Cr-sodium chroma t e (Amersham Pharmacia BiotechSiM) iit%\Z^ 10% FBS 

mWi. mm^iox ?u^mmimommizxm^^i^^ mmmm^zxioWuz 
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96'^x;UUJ^:/l/-h (Beckton DickinsonttM) m^mm^. :^mm^i^^SO 

tax. ^M:^fx-i'>^a.^-i5'-F*iT4NFK^«-rso mi^(Dmmmmmrzmo 

0-GMMA^ MODEL D5005. Packard Instrument Company&iS) TiS:l*^SHt=&S!l^'t*^o 
i^B^I^^S'tt {%) \t (A-C) / (B-C) X m\Z^ y)i^tt>:^Z. hfj^X'^^o Mt^umz:}^ 

ge^^^xj^^JSyiz-h (Becton Dickinson1±M) ^^mmt. 2^^§g^^^50 

2is:^§l©in:JS^J (M^mA) (DmM^^m\^^ -StCO^Mlkg^fcDO. OOl 
mg ;5^e>1000mg®l5ffiTMtfn^o feSVi«, S#a&;feO0. 01~100000mg/body© 

f^^^7{>5^-r^tfrm=&^ife^^#t-^ii<h75^T^^o *!^H^(7)^^5^j«> nmz 

X^fcifi'oX^Mit't^^h'ifiX'^ (Remington* s Pharmaceutical Science, late 
St edition, Mark Publishing Company, Easton. :JieH) , mMmz^^-^n^U 
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> (HSA) . *7>-h-;K v;uHh-;K ^i^h-:^. mmmiam^vxm-^ 

n80. Tffeen20. if^5^>, t hifiitf T;V:/5 >^^Jn;^fe 'bOD^^fflT^ ^>^>^ 

iD%. :^mm<Dmmmh. ^tnzm^-r^^t^m^^tsf^m-^n^^munii 

■r ^ ^b^ti * X i7 U -en > ^ j£ *3 T^ffi $ ti ^ o 

i|gF<hbT«<i#{ci!iistt;^<. mxi,t. mmmti^,m. mmmm±m. mmm^mm 

hx^x. mmzt^^-^-^tci^miivx. ^<DmBm.ii(Dm^mBm.iz\^x. mm 
m±\z%m^^rz.i^m^vx. ^fe. mm^t.\^x^m.UM\zmm^^k^z.h-m 

:^mm<Dmmn^m\^^Xs m^\tmwmm\zm'^'r^mBm oj:ff>\^^) * 
7.^v-::^>'^T^:^mt\^x\tmmmiz^^^<D0^<<D:^m^m\^^^:ii:f}^usm 

E. and Lane, D. : Antibodies, pp. 511-552, Cold Spring Harbor Laboratory 
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publications. New York (1988)). ^ jlt. J^T.^ yzfUy^^ iSkoln 
ik. E. Y. et al.. Cell (1991) 65, 83-90). mm^m^^tcZ -^^J y 
X 5^ A (Fields. S., and Sternglanz. L. Trend. Genet. (1994) 10. 286-292 
, Dal ton S, and Treisman R.. (1992) Characterization of SAP-1. a protein 

recruited by serum response factor to the c-fos serum response element. 

Cell. 68. 597-612. TMATCHMAKER Two-Hybrid Systemj rMammalian MATCHMAK 
ER Two-Hybrid Assay Kitj TMATCHMAKER One-Hybrid Systemj (V^-Tn 'feClont 
ech^W . THybriZAP Two-Hybrid Vector Systemj (Stratagenett^) ). 7 

Uyy^j^yT-i^^-^^^y^y^^ W ^-f U -j^ £ Sf^ffl 

hV~^Wiz^^M h<SrffiVi;^cXi^ U-n>iJ^:^i* Brighton NC: 

Farrell FX; Chang R; Kashyap AK; Barbone FP; Mulcahy LS; Johnson DL; Bar 
rett RW; Jolliffe LK; Dower WJ. . Small peptides as potent mimetics of th 
e protein hormone erythropoietin, Science (UNITED STATES) Jul 26 1996, 2 
73 P458-464. Verdine GL. , The combinatorial chemistry of nature. Nature 
(ENGLAND) Nov 7 1996, 384 pi 1-13. Hogan JC Jr., Directed combinatorial c 
hemistry. Nature (ENGLAND) Nov 7 1996. 384 pll-ll) fSi^^^Mmiz^^^-V^ 

So 
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:^mmmmm\z^ ^mii£i^(D^M \z^^ ^f-mmt ^m^f s 3: t j; d ^ 
^h\^x\%. m7i\t. ^w^mmmiiZYi (atcc#htb 22) . tu3LMiBflSi5icD 

U-145, (ATCC#HTB-81) , #?SSiafla^PANC-l (ATCC#CRL 1469) fS.E<D 
2|5:^9g3tfe^^lt5!^^bTVi^lgaii^Jia*5(tiaj®aefla^MDA-MB-231 (ATCC# 
HTB 26) , t&5i:fliJS!MflamNCap. FGC (AT C C #CRL-1740) . Wmmm^ljSZ- 

3 (ATcc#cRL 1687) n.E<Difmmm.^=f'<o^^ti'^^^^^^numi:ixmm 

xm^'r^^iii)mvfiE>n^o *fe> :$'mm(Dm^f^^m^Tmx\^rcimmiih 
iKDmrn^^'^vtcy) . :^^mmBi'f-^nmvx^^^mmzy >^'ii>::^DN a 
^siMk^m\^^x^^mmmmi!)mm'r^(D^mm'r^^t\z^v). mmiits:^ 

M a M ^ X i7 U - > T ^ :^ ^* t> ^ e n ^ o 

mm^^^mizmm-T^^t.'hx^^o m^it. :^mmi&^^-f}mmi^x\^^^mm. 
(DBMii^^MBn^mm i^xm^^^mm^^w^miz^wi-r^mm. 'e«j;it^Giyco 

peptidase F f3.E^m^^xmm^^V ab^V^ta. it^Km. M^t^t: H 

9i^>^m. }iT±^Mtmmmzmm^^?icf3iaiz^y)^mf^^txm^m 

z.n&<Dy(.^v-=->if\z^K)n^nftm^mmf3i^ntf3i^mmm.^mmm 
myi^n^^^'r^^h\zj^r)^mMiif3iX)'^^o 
^Tc. zin^mn^f3i^mBm'pmmmm\zm'r^irimtm\z^mmfsiK}t-^ 

9. ^(om 

2^^9gseSX«^©^:a'^U^":^^H^=i-H"rsDNAJc:^MWtcffiMe9 
f3iM&mm^^1r^T>^'^>7.:t^):::f^^U':i-^}^ (DNA) ^lUTJ*. mm 

DNA(Dm.mmm\zmnmzmi^^f3imMmm^^\^^ mi^NAcDmm^Mii^ 
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siRNA (small interfering RNA) SElbashirS) J: D^a-^tD^SBfl&P^oa'S 
^®^3^^«I*llf §®fe^l-*B«W?^2 ligSj&^e.^S-2^^(DRNAt?^S (Elb 
asliir SM. Harborth J. Lendeckel W. Yalcin A, Weber K, Tuschl T (2001). N 

ature 411: 494-498.) „ 2^^H^geKX«^©lfl5^J'^ U K*n- HTS 

mRNAJCffl1t6*)7^i&»S3^J^WT^siRNAa:bTt*. ^MmRN AcD^SIH^JJcffl 

^t/ifs.m.^un^^v. ^mRNA©^^^ai^ju#sf^ffl^^t-§*)C0*T?a5n 

Vi'rn®siRNA'r^oT'bi;Vi„ siRNA«3' j^Jc::^— A'-A>^bfeUU^;feti 

y>5=-fe>'XRNA^A-r :/U ^-rXbfci::*m<^RNA^2& 0. 'B3j;itjtAinbion%l: 
CDS ilencer™ SiRNA Construction Kit (#1620). Silencer™ siRNA Labeling Ki 
t-Cy3 (#1632). Silencer™ siRNA Labeling Kit-FAM (#1634). Silencer™ Trans 
fection Kit (#1630) 75:<i£©^^y h®-^:=in.T;Vl3tieoT^^m-rs <t7&^7?#^„ 

afe^vn*. it^^m\z^'Dx^mt^^t.^mi^n^o siRNAcDM*«2 
b#§f^ffl^^t"^t)®T25ntfvii"no:Si^©'focc>"z?'bJ;Vio ^fc. sirna^c 

y3. FAM;5:t'T'^^;^bfet)©Tt)I^C@afa)«I^f^ia35>^feSil^75'^^n$tlT 

siRNA&^fef::^^-r§fciC)tc^3l^i7i5^-J::J;D^^^-&^Jitt>^ 
Vf^n^ (Brummelkamp, TR6(2002).. Science 296:550-553. Paddison. PJS 
(2002) Genes & Dev. 16:948-958. Paul. CPe>. (2002). Nature Biotechnol. 2 
0:505-508. Sui, Ge>. (2002). Proc. Natl. Acad. Sci. USA 99 (6) :5515-5520. 
Yu, J-Ye> (2002) Proc. Natl. Acad. Sci. USA 99 (9) : 6047-6052. Miyagishi. 
M. and Taira. K (2002). Nature Biotechnol. 20:497-500. Lee. NSe (2002). 
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Nature Biotechnol. 20:500-505) » M^^t. RNA -^^J ^^—\£Uli)mWt-r^ 
-^fu^E—^ — tVX polymerase III HI RNA-^U6 (D^ D^ — ^5^ — SrfiJffi L'T> 

^ — ^ £ ©3t ^ ^^'^ ^ — * ^ ^ «t b T^ffl -r ^ jte^?^^ ^ s A:^ 
y T^—'T ;v<5D <k ^5 <fc o TS#T s ^1 a: o 

<3DDNAX«3tfe^4'(C*^<@^tc:«koTM:^^— fin"&> cSNP 
0 IB ^^T^^'SI ti }^ ^ o 

lUPAC- lUB Commision on Biochemical Nomenclature 
2^§«llfflS«*l^a)M5fe*i(3r)^fi|Tfe5B2^ffl#fFttii^2002-338549-^(D§g^» 
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^ §g ^ HJST s ise> ® s ^ ® 

^$nSt)®-e«75:Vi„ ;^:fe. ^}SMJc:}3tt§#aaife^##«. ±IB©Curren 
t protocols in molecular biology (edited by Frederick M. Ausubel et al. . 

1987) \z^m-^nx\i^^-:^m\z.'^-or:L. 

No t I Bl^fir^WT^^U 3fp^ii7 l/:t5^F (GACTAGTTCTAGATC 
GCGAGCGGC CGCC C (T) ,j) (-T > tf h □ >%t) ^:/^-rv — 

u-yry i'^) ^^^fcSuperScriptIl3§^fe^#m^^y h ('r>lfhn>?x> 
^t) T2*mcDNA^^fifeb;feo Sal I g&fi^Wr^Ty:^:^'- K>tfh 
nv?x>tt) DNA.h^'l'^— v-a >bfCo Not Ui^bb. 1% 

a^©<£m«?T:3!fn-xmm^«iJ::<fct), 3 k be;lJi®DNAilfjt^)itMby^o 

DNA»f>^Sr, Sal I -Not I 0II®®sS^aiSb;fepBluescript IISK 
+ y^7.5 H t^^^->^3 >bfco -Xmrn ElectroMax DHIOB (-r>k'h 

(2) 7s^^)—:=.>^ 

tdj^-^TiEic^T^cD^^i^fT&^fft^nTu^s^i. 3oo<s<^iJ7 U'-y<Dm.w^m\zm'^ 
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:^U^^if— i^3> (Current protocols in molecular biology (edited by Fr 
ederick M. Ausubel et al., 1987) ) \z^Kt. Mm^u-y mK)mvmx< 

:k\z. -r >t*hnT<3Dfe^iBiR (7'np^:^f^tTNT T7 Quick Coupled Transcrip 
t ion/Translation System cat. no. L1107) ^ffV^. 5 0 VlU ai&,±(DM^-^^^it> 
e, n - > U fc, 

UTffiN^^:/n^^ABLASTN 2. 2. 1 (Altschul. Stephen F. , Thomas L Madd 
en. Alejandro A. Schaffer, Jinghui Zhang. Zheng Zhang. Webb Miller, and 
David J. Lipman (1997), "Gapped BLAST and PSI-BLAST: a new generation of 

protein database search programs". Nucleic Acids Res. 25:3389-3402)^ 
fflV^T^ nr(All GenBank+EMBL+DDBJ+PDB seauences (but no EST, STS, GSS. or 

phase 0, 1 or 2 HTGS sequences) ) ^^-^'^-XlC^bT^SIwI^^^ff o fe„ SB 
^J^^JCtt, PET^^-r HAM:^->X7^i^a©©DNA>— ^X>1J— (ABI 
PRISM377) tmi^mKi^^y h^mmvtc. i^^^(DlS&m\tz^3yh:^>i7a- 

byt4^»iB^J&7c(cUT:tU '/y'i'^—^:f^>^ 
t hfl&!«l8ia3!5®polyA+RNA35^e»f^*jc$n:/5:cDNAJ;«3i^n->FJ04470Sr.i,tB 

Vfto 

(3) :^mmi&Bi^\zzi—\^-^n^mmn(Dmm. 

'f >tf hn-eoDfe^lffliR^(:/n;<:*f%i:. TNT T7 Quick Coupled Transcioption 
/Translation System cat. no. L1107) V^T. cDNA^^ P->FJ044703&^ e>©5tfe 

hmm>^^^:=^>^^^^^'^rcM^^n. 5%®sDs-PAGET^i&b}^o ^jv^ 

BAS2000 (Fuj if ilm) 0->7.-r-A-e:^- h^i^^^'yy^-^^CfSilf^ 

, :^n— >FJ04470®3t'S'?]Sll&3(^tBU:fe. BIO RAD® Kaleidoscope Prestaine 
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d Standards (Cat. 161-0324) X-7-:^-Ta!J^bfef j 04470 product<^iJ- 

FJ04470j&«n— HT^i$'>/'^^SJi. mW(D^^:t=.>f}^?>^^^^19Z7S.y 

(4) ^BmDN A<Dmm^^M 

;^\Z. BLASTN 2.1.3. BLASTP 2.1.3 (Altschul. Stephen F. , Thomas L. Madd 
en. Alejandro A. Schaffer. Jinghui Zhang. Zheng Zhang. Webb Miller, and 
David J. Lipman (1997). "Gapped BLAST and PSI-BLAST: a new generation of 
protein database search programs". Nucleic Acids Res. 25:3389-3402) ^ 
IHViTNCBI nt (non-redundant nucleotide database), nr (non-redundant pro 
tein database). #fFiB2?lI^— r^'— Xgeneseant. geneseaaafc^UTJl^^n 

^(Dm^. FJ04470jtfe^7J>^\ ^1 tC^Ufe3te^t*iPI'14^^-rili:*^0je> 
Tb^^ZfSi-Drc. FJ044703ae^«793<@©T5yM>&^e>;^^MeM^3i- 1<T^4491 

i^Vi1=@|SI'I47&5J,lii^nfet: hiie^gb:T50606, hypothetical protein DKFZp7 

61J107. 1 titm-r^t.mt^muT^ym^<^ Fjo44703ie^«iwi-jie^® 

^S®5te^^3i— FbTVi;5^#;^e)n-5o gb:T50606ti3i > tfo. — i^'— 

^_^y>^—;;^-^^t;:3j^ ©^ofegb:AAC52925t^CHOJ^J3STfl^bTVi^ 
alpha-1. 3 (6)-mannosylglycoprotein beta-1, 6-N-acetyl-glucosaminyl transfer 

siseh^^^mm(Di^^mm-v^y). FJ044703i^^t*j::tii:45. b%<ommzt>r^-o 

tC'IS|Wl'|4^W-r^gb:NP_002401. 1 tigb:AAC52925 h:^;WV Dif-^fe^OT. 
gb:NP_002401. 1 t.fmAlQmBn<D7 2. ymmm^mm\Zit1^Vrcio GCGWlscon 
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Sin Package (Accel rysth) <^>GAP^fflVi;to Zm&^z^T.T-^ >n^<D^t>. FJO 



mi 

FJ04470 























Score 


E- 

value 




*a m 


255-792 


T50606 

hypothetical 

protein 

DKFZp761J107.1 
(Homo sapiens) 


1-538 


1130 


0.0 


537/538 
(99%) 


537/538 
(99%) 


55-792 


AAC52925 beta- 
1.6-N- 

acetyl^glucosaminy 
{transferase 
(Cricetulus 
griseus) *1 


32-740 


620 


e-176 


337/758 
(44%) • 


337/740 
(45.5%) 


55-792 


NP„002401.1 
alpha-man noside 
beta-1 ,6-N- 
acetylglucosaminy 
Itransferase 
(Homo sapiens) ^2 


32-741 


615 .. 


e-174 


332/759 
(43%) 


332/741 
(44.8%) 



rscorej d (Dmtim y-fnum^^ e Emmmt)m 
TE-vaiuej :i<Dmm\zm-fn\t7S:\f^u^mnmf)'^^^^ 

^:^^FSB^Jlc:oViTttHMMER 2. 1. 1 ( Bioinformatics 14:755-763, (1998)) 
J; OPfam database (http://www. Sanger, ac. uk/Sof tware/Pfam/) ^c^UT^ 
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mTi^mm. mm[H(Dm^^mmir^^u^^2^x'$>^?sm ii attpiz/psort. 
iiibb.ac.jp/) iz^^i^m(D^^. im^oT ^ ym-^^^AmBcDT ^ jm-^m 

SeSTfeSt'fSl^la;^. ^Tc. GCG Wisconsin Package (Accelrys^h) ®PEPT 

msmzTUE^m^^xmrnvTct^^. rB./mnmm. i27#. 2i5#. 236 

447#. 600#. 666#, 675#<^8®mtCNS^m#J(inia5te7&t#^EbTVi^ ,h 
(2) AS33?iJt<Z)JtiJ5 

BLASTN 2. 1. 3tcJ:S>fc^n>^— ^^"Ck-/ hUfe gb:AC016168. 18. Homo sap 
iens chroDiosome 17, clone RP11-87G24. complete seauence. Length=193537 
SrFJ04470at'e^a:Jt|j5bfeo t<D^^^. ^ y A@H^J©gb:AC016168. 18 ©147788 
# S 3()^ 65867# a (D&gJ:iF J044703i^^«#lS l^T:fe K> . F J04470itfe^« 19 
m<DJL^V>\Z^i)-^n. 2#@©X^V>y&^e>18#@©X^V>(cn-x>r 

$ e>{c:> Wise2-l-20c (http://www.sanger.ac.uk/Software/Wise2) (Dgenewi 
se :/o^^A<&'l§efflbTFJ04470MeMtgb:AC016168. 18®^mBB^J^tb^bT. 

gb:XM_085533, Homo sapiens hypothetical protein FLJ25132 (FLJ25132). m 

RNA \-i.uy\f.:i.-'$^-x=fm-^nfcm^=f'^vxmL^-^nx^^^ifi. fjo4470j1 

'e^CD362#;5^e>1493#(D:^mfiS^Ji:99% (1132/1133) -ifebTVi^o C:n«4 
#a<3!)Xi7y (a— >^x^ V>©l#@d^e>3#@) ©SH^^aUid^"^^ 

^V^o 4#a.h5#g©x^V>C[)I^Jc:tt20255SS3&^e.:^§:^#:^-r > hD>7&« 
#ftbTVi^^: t/&«genewiseJcJ:^^^}?)^e.^J0Jb. > h n >SNCBI 

FJ04470 cDNAO[)x^V>«3i«::^#3^-r >h^>^'^^TV:»-5fc^&^c^>t!a.- 
^2 FJ04470 cDNA mnh^ J J^Un(D]kM 

FJ04470 cDNA @B2?ll<hy / ASB^J^genewisel:! J; «9 Xi^ y >Vuy(D^ 
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2 



FJ04470 AC016168 . 18 ^ y X >^ h o ^ g> 1^ ^ X 
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3752 


755 


143281 


113 




754 


134095 




9186 


904 


133945 


150 




902 


113691 




20254 


1019 


113574 


. 117 
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149 
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( 3 ) ^jk^f3:y'-^'-^-7.\z:iDn^m^^mmmm 
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FJ04470it'e^^^. Unigene database \zM\^'^ff-orz'^=EUz^—^Mf)^^fLs.\ 
44531 ©Unigene cluster izmT^o Hs. 144531 izmt^EST^ u->mm^ 
y). ©EST© *5l5ttii (brain), ffflKliver). BM i^^m) (pancreas, 

exocrine), ^MMS^ (y— ;i/$n/t'b©) (germ cell, pooled), aM(breast), 
■^Km (cervix), flf^ (lung) , flfH (spleen) , IS (eye), l^Ii (pancreas) , 
j^tiS (dorsal root ganglia), (ovary) X'$>^i)^.m^^<Dcmkf}^0^m\^f)^ 
M,^n^ (15/33) o '4^e<j;^x-i$'-^-:^5J>^e>#e»n§^^1t^-e«JSte:#S 

(1) UT;l/5'-r APCRICJ;^^^*^©^^ 
ABI PRISM i^^M^) 7700 SeQuence Detection System (ABI &) 

;^S©^5&Tt-«, Pre-Developed TaaMan PGR Assay Kit(ABI*i: #4310884E) 
^bfco PCRR|i&©m^t^, 1. 25m1 20X Control Mix (GAPDH). DEPC-treated 
water (Ambion1±#9920) 6. 25Atl . TaaMan Universal PGR Master Mix (ABI^h 
#4304437) l2.5/il ^^g-a-UfcMaster Mixlc>lsi-bTi^ □ ^5^a©MTG Pane 

1 cDNA 5/il ^Jn^T25Ml tUT, ABI%l:©MicroAmp Optical 96-Well Reacti 
on Plate (ABm#N801-0560)±TABI^i: ABI PRISM (^^^^) 7700 Seauence D 
etection System^^ ViT50m2^, 95^10^, 95^15#-60^1^^40-l^--1' i^;l'© 
^^'J'mm^nfSi^rco MTC Panel cDNAJi^D>-7^^;/^^fc©Human MTG™ Panel I 
(K1420-1), Human MTC™ Panel II (K1421-1) , Human Tumor MTC™ Panel I (K14 

22-i)^mmvrco mmi^tcmmmfj^^isoGEii mytmm) i;i<j:d total rna ^ 

igiRbT, iltl^amplif ication grade Dnase I (Invitrogen) ^'IsEffi bT^ /A 
mk^^mVTcL. ;&^«InvitrogenJtasi©vna.T;H;:«eo;/bo DNase I -vm 
Sbifetotal RNA tainvitrogen superscript II reverse transcriptase 

:^mmABi^<Dm^M.\Z'D\,^X}t. ABI1±©PrimerExpress 1.5 ^^fflUTRT- 

pcRtcSMj^ y ^ -f -7- ©ifia^ij ^mm b r^o f J04470 ji^^ ©sa^j ^ a ib^j t 

lt^V1ttZL:5. AC016168. ISlCgam^-^^^/^bj^o '1'>hn>, jL^VXDm 
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Sft^Ufe, y^-r "7—4470-2043 (5' - AGATCCATGGCACCGTGTACTAC-3' ) . Zf^ 
-r -7-4470-2230 (5' - GAAGATGCAACCATTGGGG -3' ) ScDNA-eJilSSiSSSriiiliT 

^i)^. ^'y A\-im2A^mm^mm-r^z:t\zf3i^o o. 5Mi<DiojLtM®y7-r'7— 4 

470-2043- . 0. 5m 10 mMOT'^-T'x'— 4470-2230 . 6. 5/x l©DEPC-treated wat 
er^ 12. 5m1 cdSYBR Green PGR Master Mix (ABia#4309155) ^B^^l^ZO tilii 
VX. linizMVXi^u>y^yi7l&<DmC Panel cDNA 1 /i IRO^DEPC-treated wa 
ter (5!IS7K) Afi\^1m^X2StLl^Vrzo ABI^t^Micro Amp Optical 96-Well R 
eaction Plate {ABI1±#N801-0560) ±T?ABia ABI PRISM C^Ml^m) 7700 Seaue 
nee Detection System&ffi ViT50^2^i'. Q^miO^^ 95S2OI3>-60ftl^<&4Oit'f 

^ )V(Dm&'f'mm^nf3i^rco GAPDH3t^^o^^»^i^^:3> hD-;i/i:bT 

43VifcGAPDHT>yU n>^^n-->^b;fe:/^X5 H^ffiViT^^ffi«i^?l 

^n^h}iizvxR}^m^\z^^^^=i\^-^^m^vfto 2|£^§gite^® 

mMm^GmmBi^<Dm^mxwi'Dxn^nrcmy^mx. ^mmxcommm^ 
iti^vrcf^^^&sro^ms^z^'To 

PDHJi-S^ ©^3^* «r ^ o T / — "7 ^ -r X b J 04470 31 © ^ b T 

So ffFBiT©!*^ 1 tvxm(DmMX(DmmM^^i^^^iyX^vrco 

ZL(D^3f)^<^^\^^Z)lz. BrpJS (lung carcinoma) , MitS^^^ (prostatic ade 
nocarcinoma). fc*3ViTli5flt<£^bfe. iE#m^TtM. 3itm^«ii^V^fii^:^b 

m3 ^j7)]^^-^ Avmz^^m^mom^ (i) 

¥mA70<DmMm'§:it^1r^r:iSb\Z. P^^n > h a— UTSiJ^bfeGAPDH©!^ 
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fR'f'X^ 0 . ^:cDjte^7&^3- Hf ^M^st) cine. "bM^td^feViTiSsvi^^dt 
m4 ^j7)v^-( A?mz^^m^m(Dm^ (2) . 
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(omx^i^tc^^ (1 iT5/m^^^:i sT^ymsp^j-) -e^So ^(om<or 

^^fc'^:/^ H AG. RA©SB2?iJ«AG: CAGSNTKYRRL (iH^J#-^ 3 ) . RA: 
CRAPDPALPEAHAPQ (BH3?'J#-^4) "rfeS. :/np^;^; ic^^^ K-B-fiK, ^71^- 

:^/}?U n-^;VtrC^O[)f^iSl^SteUfeo ^r^9^H«llmer (AG) . 15mer (RA) 

td^FCA. jiJto^^JCttlFCA^ffiV^kTO. 5mg* 5 m^^bfe, 

PCDNA3. 1 (Invi t rogen) tciF J04470-FLAG^ ^ti-=.>^V fcmm^^ ^ - ^ COS 
fflflSfCjt^^^Ab. 4 8^FBimJCSDS-PAGE it>:/;W\*^;/ :7 T-T^^»bfc5^ 
fla SDS-PAGET b feo 

SDS-PAGEJ^T^. transfer buffer ( IM Tris (pH7. 5) 48ml. 2. 928g 

glycine. 200ml MtOH / L ) IcgUT, PVDFIlImmobilon-P (H^^SU^J^T IPVH 
304 FO) BioRad Trans-Blot SD ^fflV^T lOYXQO^m-^^Uyy^^ y-ifhtco 

mB(Dh^>7.y7-^nrc;^>^u>^2% 7.^m.^)v^ ww)/ t-tbs t 

4t:-^:/n-/^>^b, 1000f&JC^&«^bfcC7-tf:^m^y5^ FmI^il?t^:^MT— 
BtFpmJi&$■&feo T-TBS-eiO^. 3lHlMI9b;^:«i«e»i5fe#b, 'A\Z2^Ami^^K}^-^ 
-Brfe. anti-rabbit Ig, HRP linked F(ab')2 fragment (from donky) (y^ — 
z^^A) ^ 2% skimmilk (»PP) / T-TBST500Gf&f&mUT^ia-eiNFFBlSlS$it 

feo T-TBSTio^j-^ 4iiis^b^?&«6t5fe#b. r^-i^ ^ ACD^mm^y h 
mvx^-:f^]'iffimzKm-r^/^>\^^^mvrco mm. u2(d^-^=^\z^\^^x 

*iFLAGm#:T;^m$n§A'> Fi:|WIbl5-^X(D^90KDa©FJ04470cDA> 
X^Tdo :/D-l«;^n>H^ibT^ffi$nfee:t30^6>i^M^^tfPSr^ttTVi^t# 

42 



wo 2004/046358 



PCT/JP2003/014812 



m^nfc'b®»SiFLAGJn;#:T^ttib;^3i>hn--;i/TabS, :^^tc:*bfeA*> H 
©— 7&«FJ04470-FLAGMec5A'>HO^mTafeS. RA2 Qm2^<0^>yjWWm^ 

jt-e^Tj&o. m<Dmm\zmm'r^^izi)^'^mx:S)^o mm. ^^m. Mil 
h^x^n^o ■:&^tvxmmm^. mi^^m^rc^^m.mm^\z^^:&m'^'^ 

;i<DmBi'i'i!)^^-\'-r^mmn(Dmmi^mmiz\^x(Dmm^m.m't^^ 
iim}z^y)m^iO!imx^^-^mm^^^o mm^mm'r^:^^iiiyx\tm,ii^^w. 
-Dftmmmm. ^^^^\ti&^^^m^rz.mmm.mi()^^x^n^o mz. mm. % 
m> miimm. M7^^*<D0®m^^x«^E:^m^bTWffl-efe^t#^e>n§o 

^^\z\t. z. © jte^ nmw^^M }z\.xmm<Dm^izi^^wm'R(D7.^ 
^>^. mnmmn\zm^-r^mmt::;^i7v-=L>^'r^r^i^<D^wchvxmm 
-rsciifeT^So mx},t. m\zm-^\^x:i^mmmmn\z^y)mH-m^^n^m 
mm^^wm^tmcDmmmxui'mmcDmm^^tvx^mxh o , ^ni^\zM-r 
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1. &.'r(D (a) X« (b) ®5}?U^:/^h'<£:3-H"r'2>mS@H2^J^-^tyD 
NAo 

MSB^J)6^ e> fig ^ 4^ U y ^ H 

(b) g3^j#-^ 2 T?^$nsT5 ymg3^jjc:feviT, ixtim^^y^y^ 

2. JB^T® (c) Xt* (d) (DDNAo 

(c) sa3^j#-^iT^$nsits@B2^jj;:*5ViT. @B3?ii#-^2'r^$n^T^/ 

(d) (c) <3DDNA^ffiffiW:/5:^&SiBa?iJd^e>?5:SDNAi:;^hU>>^3i>h;^ 

^^TT'/N-r >^ u i5^-r X b . ;5^'^SBa?ij#^ 2 © t ^ y miB^^y^s^ e> s 3jf u ^ y 5^ 

H (Di^tg t icI^M 0) Wfiitt ^ ^ M a K ^ 33 — H T ^ D N A 

3. W^]SlXJ*2fBmcDDNA<£-^ty51feTo 

4. it:^:^lX«2fHm®DNA^-^tJ^3^^^:$'-. 

6. iBJ^T(D (a) Xti (b) U K ^-^tySSMo 

(a) iB^J#-§-2T^$n^T5 y^Sa^J^:!^— XttHMS^JlCl^— 7 

(b) SB^J#-^2T^$nST^/mS2^JJ-*3ViT. ix^^^^T^/m 

5&^;5^^, «jfextt#iD$nfeT^ymsBm^e»^D> (a) <d:^u^:/5^h®^ 

7 . n^-^ 1 X« 2 |Bm<^ D N A ^Sr^t^jt^^^^^ $i^^Cl<h};iJ;0^ie> 

8 . 6 X« 7 fClBic^MeKJil^'&'r Strt^o 
9. ^:/^n — ^;VirL#:-e2&^. if 8 tam^fei't*:. 

1 1 . 8 ^ 1 0 ©ViTtld^ 1 :®Jc:|B«i©in;#:^'^O$T;03^Jo 
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1 2. mfjmmx'^^. iismoii^sMo 

1 3. js;&ta^Tfes. m^^i imm<D^mmo 

1 5. mtim^X^^^ if^^l 1 IBm^trCJS^Plo 

(b) U ^ H i:^lfelS5|Sf t (D/N-f ^if U ^-T Xfl&tt^^fctJ-r ^X 
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SEQUENCE LISTING 



<110> CHUGAI SEIYAKU KABUSIKI KAISHA 
KAZUSA DNA RESEARCH INSTITUTE 

<120> A novel cancer related gene 

<130> PH-1902-PCT 

<140> 
<141> 

f 

<150> JP 2002/338549 
<151> 2002-11-21 

<160> 4 

<170> PatentIn Ver. 2. 1 

<210> 1 

<211> 8982 

<212> DNA 

<213> Homo sapiens 

<400> 1 

gcggggccgg acgccggaca ccagagcgcg ggcggcggag ccagcgggcg agagagcgog 60 

cggcgggcgc gggttgccct cgtcgagagc catgggcgcg gcgcggcgcg gggctgagga 120 

tcggcgcggc ccggaggcgc tggggaccgg ggcgcgggcc cggggccgcc tttagccggc 180 

accgagggcg cggggccggg gatgagggcg cccgccgcgg ggagcccgtc tgcgcgccgc 240 

ggcaccttcc cgcccagcga gcgagcccga gcaggcagac gcgcggccgg cggtctgggg 300 
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gcgcgccgcc tcccggtccc caaaatgtga agcggggagg gcggagacgc agagacggcc 360 

cggccgggcg ccctcgccgc cctccggcag ccgcgccgct ccctccgctg cacgcccagg 420 

cctgagcagc gaggccaccg ggccgcgcgc tcccagcttc gctcggacgc ggcttcggcc 480 

cgcagagggt tcgtggcccg gacgcggcga gagctgggcc caggacggtg cgtccggcct 540 

cgcccgcggc tgctcgcacc aacaagtttg aacaatgatc accgtcaacc ccgatgggaa 600 

gataatggtc agaagatgcc tggtcaccct gagacccttt cggctttttg tcctgggcat 660 

cggcttcttc actctctgct tcctgatgac gtctctggga ggccagttct cggcccggcg 720 

cctgggggac tcgccattca ccatccgcac agaagtgatg gggggccccg agtcccgcgg 780 

cgtcctgcgc aagatgagcg acctgctgga gctgatggtg aagcgcatgg acgcactggc 840 

caggctggag aacagcagtg agctgcaccg ggccggcggc gacctgcact ttcccgcaga 900 

caggatgccc cctggggccg gcctcatgga gcggatccag gctattgccc agaacgtctc 960 

cgacatcgct gtgaaggtgg accagatcct gcgccacagt ctgctcctgc acagcaaggt 1020 

gtcagaaggc cggcgggacc agtgtgaggc acccagtgac cccaagttcc ctgactgctc 1080 

agggaaggtg gagtggatgc gtgcccgctg gacctctgac ccctgctacg ccttctttgg 1140 

ggtggacggc accgagtgct ccttcctcat ctacctcagt gaggtcgagt ggttctgccc 1200 

cccgctgccc tggaggaacc agacggctgc ccagagggca cccaagcccc tccccaaagt 1260 

ccaggcagtt ttccgaagca acctgtccca ccttctggac ctgatgggca gcgggaagga 1320 

gtccctgatc ttcatgaaga agcggaccaa gaggctcaca gcccagtggg cgctggctgc 1380 

ccagcgcctg gcacagaagc tgggggccac ccaga^ggac cagaagcaga tcctggtcca 1440 

catcggcttc ctgacggagg agtccgggga cgtgttcagc cctcgggtcc tgaagggcgg 1500 

gcccctaggg gagatggtgc agtgggcgga cattctgact gcactctatg tcctgggcca 1560 

tggcctgcgg gtcacagtct ccctgaagga gctgcagagt aacttagggg taccgccagg 1620 

ccggggaagc tgcccgctca ccatgcccct gcccttcgac ctcatctaca ccgactacca 1680 

cggcctgcag cagatgaagc ggcacatggg actctccttc aagaagtacc ggtgccgaat 1740 

cagggtcatc gacaccttcg ggacggaacc tgcgtacaac cacgaggagt acgccacgct 1800 

gcacggctac cggaccaact ggggctactg gaacctcaac cccaagcagt tcatgaccat 1860 

gtttcctcat acccccgaca actccttcat gggcttcgtg tccgaggagc tcaacgagac 1920 

ggagaagcgg ctcatcaaag gcggcaaggc cagcaacatg gccgtggtgt acggcaagga 1980 

ggcgagcatc tggaagctcc aggggaagga gaagttcctg ggcatcctga acaaatacat 2040 

ggagatccat ggcaccgtgt actacgagag ccagcggccc cccgaggtgc cagcctttgt 2100 
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gaagaaccac ggcctcttac cgcagcctga gtttcagcag ctgctgcgca aggccaaact 2160 

cttcatcggg tttggcttcc cctacgaggg ccccgccccc ctggaggcca tcgccaatgg 2220 

ttgcatcttc ctgcagtccc gcttcagccc gccccacagc tccctcaacc acgagttctt 2280 

ccgaggcaag cccacctcca gagaggtgtt ctcccagcat ccctacgcgg agaacttcat 2340 

cggcaagccc cacgtgtgga cagtcgacta caacaactca gaggagtttg aagcagccat 2400 

caaggccatt atgagaactc aggtagaccc ctacctaccc tacgagtaca cctgcgaggg 2460 

gatgctggag cggatccacg cctacatcca gcaccaggac ttctgcagag ctccagaccc 2520 

tgccctacca gaggcccacg ccccgcagag cccctttgtc ctggccccca atgccaccca 2580 

cctcgagtgg gctcggaaca ccagcttggc tcctggggcc tggccccccg cgcacgccct 2640 

gcgggcctgg ctggccgtgc ctgggagggc ctgcaccgac acctgcctgg accacgggct 2700 

aatctgtgag ccctccttct tccccttcct gaacagccag gacgccttcc tcaagctgca 2760 

ggtgccctgt gacagcaccg agtcggagat gaaccacctg tacccggcgt tcgcccagcc 2820 

tggccaggag tgctacctgc agaaggagcc tctgctcttc agctgcgccg gctccaacac 2880 

caagtaccgc cggctctgcc cctgccgcga cttccgcaag ggccaggtgg ccttgggcca 2940 

gggctgtctg tgaatccgcc tctgccgccc tgcctggcac ccacgctggc tctctcctgc 3000 

cgcgggagaa agcaccagca ggttctgagc cctggctgct tgtcctcctc gcaacccccc 3060 

caggccggag cttccttcct tagccgggaa gctggcagag gagagccgtg cccgggaata 3120 

ggaggaggca gcatgccgag cccctgggac ctcccaggca ggctccggtt ctctcctggg 3180 

gactcacggc agcatcgtgg ccaagcaggt gtcggactgc tcagagtccg catggcccag 3240 

gagcaggtgg tcggaggccc ctggctttgt gcaaggccgg atctgggcca ggtggcgaaa 3300 

ggggcccagt cgttcttggg cccaggatgg ggcctctaga cttgcaaggg agaggaacag 3360 

ggaccaggct gccccacggt ccctgaaggg tccaaggagg ggccctcccc atggccctgg 3420 

agagtgggcc tgggtggtac ctgctccagg cagggaaact gggggctcgc ccttctcctg 3480 

tgaggggagc caggcacaca gggcccattg gtgtttggga tgtggacaga ggggcagggg 3540 

gctgggagaa ggctaagccg aggggtcctg tttgtgcctc cccttagtcc cttccctccc 3600 

gatttcccga ttcccccacc ctccctctac acttgaggac cacagttggg ggtgtaggga 3660 

ccacccagac cctggttgaa ttgtttctct ctcctgcttg ttccaaccct tttcactctg 3720 

ggcttctccc aaaacccatc ctggcatgac ctgcaactcc aggtggtgga tttgttccaa 3780 

agcctcaatc cctaccccct ccaaggggca ggtttccagt ccagcctcag agatcaggct 3840 

ctgggacccc tgcctggggg gtggccttca tgcaccagcc acttccgcag gtgctgactc 3900 
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ccgcactccc tggcattttt tgcagacaag ggcttgggat ggaccctcag ccccatggta 3960 

cgccctgccc agtttccaga tgccctgtcc acttacccta ggtagccccc caccccatca 4020 

gtgccgagtc cttgtcccta cctccagctt cctccagcct caaaccgcct ctggatctag 4080 

ctgtccttct ccgagtggca cgcctgcccc aggatgcccc ctttccctcc cccccatgcc 4140 

cagagccccg cctgcctcag cgggtcaggc cttcagaaca ctgccaccca cccagtttta 4200 

taatcccgct ccctctccag gcaaccccac ccaccagcct aggcctgctc ctccaccctt 4260 

cccgggaggc agccccggga tgctgagagt tggtggaggg gccaggctgg acgcttcccg 4320 

tgggagtccc ctccagacct ggctggcccc tgcagccaca gaaaccacga tggcaaaaaa 4380 

tctcattggt tctcaaggac taacctgtgg gggaaagcaa tagagacact ctttttctct 4440 

ctttttttaa agatttattt cttgaaataa taaatatttt attgggatgt ggcggggccg 4500 

gacgccggac accagagcgc gggcggcgga gccagcgggc gagagagcgc gcggcgggcg 4560 

cgggttgccc tcgtcgagag ccatgggcgc ggcgcggcgc ggggctgagg atcggcgcgg 4620 

cccggaggcg ctggggaccg gggcgcgggc ccggggccgc ctttagccgg caccgagggc 4680 

gcggggccgg ggatgagggc gcccgccgcg gggagcccgt ctgcgcgccg cggcaccttc 4740 

ccgcccagcg agcgagcccg agcaggcaga cgcgcggccg gcggtctggg ggcgcgccgc 4800 

ctcccggtcc ccaaaatgtg aagcggggag ggcggagacg cagagacggc ccggccgggc 4860 

gccctcgccg ccctccggca gccgcgccgc tccctccgct gcacgcccag gcctgagcag 4920 

cgaggccacc gggccgcgcg ctcccagctt cgctcggacg cggcttcggc ccgcagaggg 4980 

ttcgtggccc ggacgcggcg agagctgggc ccaggacggt gcgtccggcc tcgcccgcgg 5040 

ctgctcgcac caacaagttt gaacaatgat caccgtcaac cccgatggga agataatggt 5100 

cagaagatgc ctggtcaccc tgagaccctt tcggcttttt gtcctgggca tcggcttctt 5160 

cactctctgc ttcctgatga cgtctctggg aggccagttc tcggcccggc gcctggggga 5220 

ctcgccattc accatccgca cagaagtgat ggggggcccc gagtcccgcg gcgtcctgcg 5280 

caagatgagc gacctgctgg agctgatggt gaagcgcatg gacgcactgg ccaggctgga 5340 

gaacagcagt gagctgcacc gggccggcgg cgacctgcac tttcccgcag acaggatgcc 5400 

ccctggggcc ggcctcatgg agcggatcca ggctattgcc cagaacgtct ccgacatcgc 5460 

tgtgaaggtg gaccagatcc tgcgccacag tctgctcctg cacagcaagg tgtcagaagg 5520 

ccggcgggac cagtgtgagg cacccagtga ccccaagttc cctgactgct cagggaaggt 5580 

ggagtggatg cgtgcccgct ggacctctga cccctgctac gccttctttg gggtggacgg 5640 

caccgagtgc tccttcctca tctacctcag tgaggtcgag tggttctgcc ccccgctgcc 5700 
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ctggaggaac cagacggctg cccagagggc acccaagccc ctccccaaag tccaggcagt 5760 

tttccgaagc aacctgtccc accttctgga cctgatgggc agcgggaagg agtccctgat 5820 

cttcatgaag aagcggacca agaggctcac agcccagtgg gcgctggctg cccagcgcct 5880 

ggcacagaag ctgggggcca cccagaggga ccagaagcag atcctggtcc acatcggctt 5940 

cctgacggag gagtccgggg acgtgttcag ccctcgggtc ctgaagggcg ggcccctagg 6000 

ggagatggtg cagtgggcgg acattctgac tgcactctat gtcctgggcc atggcctgcg 6060 

ggtcacagtc tccctgaagg agctgcagag taacttaggg gtaccgccag gccggggaag 6120 

ctgcccgctc accatgcccc tgcccttcga cctcatctac accgactacc acggcctgca 6180 

gcagatgaag cggcacatgg gactctcctt caagaagtac cggtgccgaa tcagggtcat 6240 

cgacaccttc gggacggaac ctgcgtacaa ccacgaggag tacgccacgc tgcacggcta 6300 

ccggaccaac tggggctact ggaacctcaa ccccaagcag ttcatgacca tgtttcctca 6360 

tacccccgac aactccttca tgggcttcgt gtccgaggag ctcaacgaga cggagaagcg 6420 

gctcatcaaa ggcggcaagg ccagcaacat ggccgtggtg tacggcaagg aggcgagcat 6480 

ctggaagctc caggggaagg agaagttcct gggcatcctg aacaaataca tggagatcca 6540 

tggcaccgtg tactacgaga gccagcggcc ccccgaggtg ccagcctttg tgaagaacca 6600 

cggcctctta ccgcagcctg agtttcagca gctgctgcgc aaggccaaac tcttcatcgg 6660 

gtttggcttc ccctacgagg gccccgcccc cctggaggcc atcgccaatg gttgcatctt 6720 

cctgcagtcc cgcttcagcc cgccccacag ctccctcaac cacgagttct tccgaggcaa 6780 

gcccacctcc agagaggtgt tctcccagca tccctacgcg gagaacttca tcggcaagcc 6840 

ccacgtgtgg acagtcgact acaacaactc agaggagttt gaagcagcca tcaaggccat 6900 

tatgagaact caggtagacc cctacctacc ctacgagtac acctgcgagg ggatgctgga 6960 

gcggatccac gcctacatcc agcaccagga cttctgcaga gctccagacc ctgccctacc 7020 

agaggcccac gccccgcaga gcccctttgt cctggccccc aatgccaccc acctcgagtg 7080 

ggctcggaac accagcttgg ctdctggggc ctggcccccc gcgcacgccc tgcgggcctg 7140 

gctggccgtg cctgggaggg cctgcaccga cacctgcctg gaccacgggc taatctgtga 7200 

gccctccttc ttccccttcc tgaacagcca ggacgccttc ctcaagctgc aggtgccctg 7260 

tgacagcacc gagtcggaga tgaaccacct gtacccggcg ttcgcccagc ctggccagga 7320 

gtgctacctg cagaaggagc ctctgctctt cagctgcgcc ggctccaaca ccaagtaccg 7380 

ccggctctgc ccctgccgcg acttccgcaa gggccaggtg gccttgggcc agggctgtct 7440 

gtgaatccgc ctctgccgcc ctgcctggca cccacgctgg ctctctcctg ccgcgggaga 7500 

5/12 



wo 2004/046358 




PCT/JP2003/014812 



aagcaccagc aggttctgag ccctggctgc ttgtcctcct cgcaaccccc ccaggccgga 7560 
gcttccttcc ttagccggga agctggcaga ggagagccgt gcccgggaat aggaggaggc 7620 
agcatgccga gcccctggga cctcccaggc aggctccggt tctctcctgg ggactcacgg 7680 
cagcatcgtg gccaagcagg tgtcggactg ctcagagtcc gcatggccca ggagcaggtg 7740 
gtcggaggcc cctggctttg tgcaaggccg gatctgggcc aggtggcgaa aggggcccag 7800 
tcgttcttgg gcccaggatg gggcctctag acttgcaagg gagaggaaca gggaccaggc 7860 
tgccccacgg tccctgaagg gtccaaggag gggccctccc catggccctg gagagtgggc 7920 
ctgggtggta cctgctccag gcagggaaac tgggggctcg cccttctcct gtgaggggag 7980 
ccaggcacac agggcccatt ggtgtttggg atgtggacag aggggcaggg ggctgggaga 8040 
aggctaagcc gaggggtcct gtttgtgcct ccccttagtc ccttccctcc cgatttcccg 8100 
attcccccac cctccctcta cacttgagga ccacagttgg gggtgtaggg accacccaga 8160 
ccctggttga attgtttctc tctcctgctt gttccaaccc ttttcactct gggcttctcc 8220 
caaaacccat cctggcatga cctgcaactc caggtggtgg atttgttcca aagcctcaat 8280 
ccctaccccc tccaaggggc aggtttccag tccagcctca gagatcaggc tctgggaccc 8340 
ctgcctgggg ggtggccttc atgcaccagc cacttccgca ggtgctgact cccgcactcc 8400 
ctggcatttt ttgcagacaa gggcttggga tggaccctca gccccatggt acgccctgcc 8460 
cagtttccag atgccctgtc cacttaccct aggtagcccc ccaccccatc agtgccgagt 8520 
ccttgtccct acctccagct tcctccagcc tcaaaccgcc tctggatcta gctgtccttc 8580 
tccgagtggc acgcctgccc caggatgccc cctttccctc ccccccatgc ccagagcccc 8640 
gcctgcctca gcgggtcagg ccttcagaac actgccaccc acccagtttt ataatcccgc 8700 
tccctctcca ggcaacccca cccaccagcc taggcctgct cctccaccct tcccgggagg 8760 
cagccccggg atgctgagag ttggtggagg ggccaggctg gacgcttccc gtgggagtcc 8820 
cctccagacc tggctggccc ctgcagccac agaaaccacg atggcaaaaa atctcattgg 8880 
ttctcaagga ctaacctgtg ggggaaagca atagagacac tctttttctc tcttttttta 8940 
aagatttatt tcttgaaata ataaatattt tattgggatg tg 8982 



<210> 2 
<211> 792 
<212> PRT 

<213> Homo sapiens 
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<400> 2 

Met He Thr Val Asn Pro Asp Gly Lys He Met Val Arg Arg Cys Leu 

15 10 15 

Val Thr Leu Arg Pro Phe Arg Leu Phe Val Leu Gly He Gly Phe Phe 
20 25 30 



Thr Leu Cys Phe Leu Met Thr Ser Leu Gly Gly Gin Phe Ser Ala Arg 
35 40 45 

Arg Leu Gly Asp Ser Pro Phe Thr He Arg Thr Glu Val Met Gly Gly 
50 55 60 

Pro Glu Ser Arg Gly Val Leu Arg Lys Met Ser Asp Leu Leu Glu Leu 
65 70 75 80 

Met Val Lys Arg Met Asp Ala Leu Ala Arg Leu Glu Asn Ser Ser Glu 

85 90 95 

Leu His Arg Ala Gly Gly Asp Leu His Phe Pro Ala Asp Arg Met Pro 
100 105 110 

Pro Gly Ala Gly Leu Met Glu Arg He Gin Ala He Ala Gin Asn Val 
115 120 125 

Ser Asp He Ala Val Lys Val Asp Gin He Leu Arg His Ser Leu Leu 
130 135 140 

Leu His Ser Lys Val Ser Glu Gly Arg Arg Asp Gin Cys Glu Ala Pro 

145 150 155 160 
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Ser Asp Pro Lys Phe Pro Asp Cys Ser Gly Lys Val Glu Trp Met Arg 
165 170 175 

Ala Arg Trp Thr Ser Asp Fro Cys Tyr Ala Phe Phe Gly Val Asp Gly 
180 185 190 

Thr Glu Cys Ser Phe Leu He Tyr Leu Ser Glu Val Glu Trp Phe Cys 
195 200 205 

Pro Pro Leu Pro Trp Arg Asn Gin Thr Ala Ala Gin Arg Ala Pro Lys 
210 215 220 

Pro Leu Pro Lys Val Gin Ala Val Phe Arg Ser Asn Leu Ser His Leu 
225 230 235 240 

Leu Asp Leu Met Gly Ser Gly Lys Glu Ser Leu He Phe Met Lys Lys 
245 250 255 

Arg Thr Lys Arg Leu Thr Ala Gin Trp Ala Leu Ala Ala Gin Arg Leu 
260 265 270 

Ala Gin Lys Leu Gly Ala Thr Gin Arg Asp Gin Lys Gin He Leu Val 
275 280 285 

His He Gly Phe Leu Thr Glu Glu Ser Gly Asp Val Phe Ser Pro Arg 
290 295 300 

Val Leu Lys Gly Gly Pro Leu Gly Glu Met Val Gin Trp Ala Asp He 

305 310 315 320 
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Leu Thr Ala Leu Tyr Val Leu Gly His Gly Leu Arg Val Thr Val Ser 
325 330 335 

Leu Lys Glu Leu Gin Ser Asn Leu Gly Val Pro Pro Gly Arg Gly Ser 
340 345 350 

Cys Pro Leu Thr Met Pro Leu Pro Phe Asp Leu He Tyr Thr Asp Tyr 
355 360 365 

His Gly Leu Gin Gin Met Lys Arg His Met Gly Leu Ser Phe Lys Lys 
370 375 380 

Tyr Arg Cys Arg He Arg Val He Asp Thr Phe Gly Thr Glu Pro Ala 
385 390 395 400 

Tyr Asn His Glu Glu Tyr Ala Thr Leu His Gly Tyr Arg Thr Asn Trp 
405 410 415 

Gly Tyr Trp Asn Leu Asn Pro Lys Gin Phe Met Thr Met Phe Pro His 
420 425 430 

Thr Pro Asp Asn Ser Phe Met Gly Phe Val Ser Glu Glu Leu Asn Glu 
435 440 445 

Thr Glu Lys Arg Leu He Lys Gly Gly Lys Ala Ser Asn Met Ala Val 
450 455 460 

Val Tyr Gly Lys Glu Ala Ser He Trp Lys Leu Gin Gly Lys Glu Lys 

465 470 475 480' 

Phe Leu Gly He Leu Asn Lys Tyr Met Glu He His Gly Thr Val Tyr 

9/12 



wo 2004/046358 




PCT/JP2003/014812 



485 490 495 

Tyr Glu Ser Gin Arg Pro Pro Glu Val Pro Ala Phe Val Lys Asn His 
500 505 510 

Gly Leu Leu Pro Gin Pro Glu Phe Gin Gin Leu Leu Arg Lys Ala Lys 
515 520 525 

Leu Phe He Gly Phe Gly Phe Pro Tyr Glu Gly Pro Ala Pro Leu Glu 
530 . 535 540 

Ala He Ala Asn Gly Cys He Phe Leu Gin Ser Arg Phe Ser Pro Pro 
545 550 555 560 

His Ser Ser Leu Asn His Glu Phe Phe Arg Gly Lys Pro Thr Ser Arg 
565 570 575 

Glu Val Phe Ser Gin His Pro Tyr Ala Glu Asn Phe He Gly Lys Pro 
580 585 590 

His Val Trp Thr Val Asp Tyr Asn Asn Ser Glu Glu Phe Glu Ala Ala 
595 600 605 

He Lys Ala He Met Arg Thr Gin Val Asp Pro Tyr Leu Pro Tyr Glu 
610 615 620 

Tyr Thr Cys Glu Gly Met Leu Glu Arg He His Ala Tyr He Gin His 
625 630 635 640 



Gin Asp Phe Cys Arg Ala Pro Asp Pro Ala Leu Pro Glu Ala His Ala 
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645 650 655 

Pro Gin Ser Pro Phe Val Leu Ala Pro Asn Ala Thr His Leu Glu Trp 
660 665 670 

Ala Arg Asn Thr Ser Leu Ala Pro Gly Ala Trp Pro Pro Ala His Ala 
675 680 685 

Leu Arg Ala Trp Leu Ala Val Pro Gly Arg Ala Cys Thr Asp Thr Cys 
690 695 700 

Leu Asp His Gly Leu lie Cys Glu Pro Ser Phe Phe Pro Phe Leu Asn 
705 710 715 720 

Ser Gin Asp Ala Phe Leu Lys Leu Gin Val Pro Cys Asp Ser Thr Glu 
725 730 735 

Ser Glu Met Asn His Leu Tyr Pro Ala Phe Ala Gin Pro Gly Gin Glu 
740 745 750 

Cys Tyr Leu Gin Lys Glu Pro Leu Leu Phe Ser Cys Ala Gly Ser Asn 
755 760 765 

Thr Lys Tyr Arg Arg Leu Cys Pro Cys Arg Asp Phe Arg Lys Gly Gin 

770 775 780 

Val Ala Leu Gly Gin Gly Cys Leu 
785 790 



<210> 3 
<2I1> 11 
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<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic peptide 
<400> 3 

Cys Ala Gly Ser Asn Thr Lys Tyr Arg Arg Leu 
15 10 

<210> 4 
<211> 15 
<212> PRT 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Synthetic peptide 
<400> 4 

Cys Arg Ala Pro Asp Pro Ala Leu Pro Glu Ala His Ala Pro Gin 
15 10 15 
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